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LETTER 

Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Sir: 

Subsequent to the filing of the above-identified application on January 31, 2006, attached 
hereto is an English translation of the International Preliminary Examination Report (Form 
PCT/IPEA/409) that should be made of record in the present application. 

If necessary, the Commissioner is hereby authorized in this, concurrent, and future 
replies, to charge payment or to credit any overpayment to Deposit Account No. 02-2448 for any 
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additional fees required under 37 C.F.R. § 1.16 or under 37 C.F.R. § 1.17; particularly, extension 
of time fees. 

Dated: April 20, 2006 Respectfully submitted, 

B y /^lJs)^J2£2-~. 
Mark J. Me\\, Ph.D. 
Registration No.: 36,623 

BIRCH, STEWART, KOLASCH & BIRCH, LLP 
81 10 Gatehouse Road 
Suite 100 East 
P.O. Box 747 

Falls Church, Virginia 22040-0747 
(703) 205-8000 
Attorney for Applicant 
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PATENT COOPERATION TREATY 



PCT 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 

PIG303489-5 



FOR FURTHER ACTION 



See Notification of Transmittal of International Preliminary 
Examination Report (Form PCT/IPEA/416) 



International application No. 

PCT/BR 2004/000156 



International filing date (day/month/year) 

20 August 2004 (20.08.2004) 



Priority Date (day/month/year) 

10 September 2003 (10.09.2003) 



International Patent Classification (IPC) or national classification and IPC 

IPC 8 : A61K 31/075: (2006.01 ); A&1K 9/00 (2006.01 ) 



Applicant 

CRISTALIA PRODUTOS QUIMICOS FARMACEUTICOS LTDA. 



1 . " This international preliminary examination report has been prepared by this International Preliminary Examination Authority 

and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 3^ sheets, including this cover sheet. 

|g| This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 16 arid Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of _5 sheets. 



3. This report contains indications relating to the following items: 

I. ^ Basis of the opinion 

II. Q Priority 

III. C] Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV. Q Lack of unity of invention 

V. 03 Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 

VI. d Certain documents cited 

VII. C] Certain defects in the international application 

VIII. Q Certain observations on the international application 



Date of submission of the demand 

07.03.2005 



Date of completion of this report 

24 February 2006 (24.02.2006) 



Name and mailing address of the IPEA/AT 
Austrian Patent Office 
Dresdner Strafie 87 
A-1200 Vienna 

Facsimile No. 1/53424/200 : 

Form PCT/IPEA/409 (cover sheet) (July 1998) 



Authorized officer 



KRENN M. 



Telephone No. 1/53424/435 



International application No. 
PCT/BR 2004/0001 56 




^] the description: 

pages 1-28 , as originally filed 

pages , filed with the demand 

pages , filed with the letter of : 

ER] the claims: 

pages , as originally filed 

pages , as amended (together with any statement) under Article 19 

pages „ filed with the demand 

^es 365£ filed with the letter of 6 December 2005 (06.12.2005), 

^ the drawings: 

pages 1^7 , as originally filed 

pages . , filed with the demand 

pages , filed with the letteT of , 

Q the sequence listing part of the description: 

pages , as originally filed 

pages , filed with the demand 

m , filed with the letter of 



With resarf to the language, all the elements marked above were available or furnished to ft. Authonty tn the language ,„ 
wnl Tit^tiSlication was filed, unless otherwise indicated under ft., .tern. 
S«e electa were arable or furnished to this Authority in the followmg language whtch., 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the ptoses of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed m the international application, the rntemattonal 
preSy examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

□ filed together with the international application in computer readable form 

□ famished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ Uestatementthatmesubsequentlyfamishedwrittensequencelistm^ 
international application as filed has been famished. 

□ Ue statement that the information recorded in computer readable form is .dentical to the written sequence l.stmg has 
been furnished. 

□ Hie amendments have resulted in the cancellation of: 

Q the description, pages • 

Q the claims, Nos. _ 

□ the drawings, sheets/fig 

m „ k ^bHshedasiffsomeoOmeamendn™^ 

5 D ^h^^^ , u feredt0 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


International application No. 
PCT/BR 2004/0001 56 


V. Reasoned statement under Article 35(2) with regard to novelty, inventive step 
citations and explanations supporting such statement _ 


or industrial applicability; 


1. Statement 

Novelty (N) Claims 1-31 


YES 


Claims - 


NO 


Inventive step (IS) Claims 1-31 Ybb 


Claims 


NO 


Industrial aoolicabilitv (IA) Claims 1-31 YUo 


Claims N0 


Citations and explanations (Rule 70.7) 


Both WO 2003/030862 A2 and WO 2003/018102 A2 describe fluoroether ~ m P°^ops v^erein 
the solvent is a polyalcohol, e.g. propylene glycol or polyethylene glycol (= H(OCH 2 CH 2 )„OH, 
wheSn Ms a Meart 4) As said documents neither specifies the amounts of the stabilizer nor 
^^sme^V^zer, claims 1-31 are new. After amendment of the dam. also 
inventiveness is now given for all claims. 


The state of the art is represented by WO 1 998/032430 A1 and WO 1 999/034762 A1 . Whereas 
the first document discloses Lewis acid inhibitors, e.g. water and thymol (= aromatic 
compound), as stabilizers of fluoroether compositions, the latter shows a «»*^ 
from a material containing polypropylene resp. polyethylene resins for stonng fluorether 
compounds. 


Industrial applicability is given. 
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-AMENDED CLAIMS 

We ci^iim: 

1. Stable pharmaceutical composition, characterized by 
comprising an. amount of a fluoroether anesthetic 
coh\pou ; nd selected, from the group constituted of 
s^of iurajae ? . de$f lura-ne, ■ . isof lurane> enflurane and 
meth.oxyilurane, ? . and at; least one stabilizer agent 
employe^ iji a .concentration ranging from 0.001% to 5% 
A% ; ;/^f^M '9-f the final composition, being the 
3 ^^^^%?; : ^g^t v a: polyalcohol selected from the group 
c^jti^^ polyethylene glycol, 

.fce#^|h^^ or a C x -C e alkyl 

s^^t#ipe^ br £n%tt^ - aliphatic 4-12 membered 

carbb^yc^tc alcbhoi like menthol, or mixtures thereof . 

2. S taMev v .. . _ anesthetic.. : pharima : c^utical ' composition 
c ^3.^'f^*Tf# .'; b -5j . comppi.siag'' ah amount of .": sevoflurane 
and at least one stabilizer agent, employed in a 
concentration ranging from 0.00.1% to 5% in weight of 
the final. composition, being the stabilizer agent a 

... polyaleohol- . selected from the group • constituted of 
pr0fl^ §lf eojv pp^lthyien^ ; giy ; cky. hexylene glycol, 
l,3-butylen6g.lycol, or ' a pi-G 6 alkyl substituted or 
uhj^titufp ..aliphatic .l-r2 v ' membered- c.arbocyclic 
a &5#$! ,1'i'Ke mfeht.hpl>. or- mixtures; thereof. 

3. Stable a^e/sifeeiip, pha^maceuticai -dpmp.o.sitibn according 
to- clidm- 2 :whereih the stabilizing agent is : propylene 
glycol employed in- a' concentration ''ranging, from 0.001% 
to 0.200% in weight of the final composition. 

....... » " ' ' * 

4. Stab]^ anfesth§.tic pharmaceutical composition according 
to claim 2 wherein the , Stabilizer;, agent is a 
polyethylene glycol .of general. . formula, H (QCH 2 CH 2 ) n OH 
where h is equal 1 or .greater than A .employed in a 
concentration'' ranging f rom 0:001% -to. 0. 200% in weight 
of the final composition. 
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5. Stable anesthetic pharmaceutical composition according 
to claim 4 wherein the stabilizer agent is polyethylene 
glycol 4 00. 

6. Stable anesthetic pharmaceutical composition according 
to' Claim/ 2 wherein the stabilizing' agent is menthol. 

7. Stable anesthetic pharmaceutical composition according 
to claim 6 wherein menthol is used in a concentration 
ranging from " 6/001% to 0,200% in weight of the final 
Combos it fori. 

8. Stable- arieisthetic ■ pharmaceutical composition 
cha'raict &riz£3 : by comprising ah amount of sevoflurane 
and. propylene glycol in a concentration tanging from 
0 - 0*05 $ to 6/iQ0 : % in weight of the final composition. 

9; Stable anesthetic pharmaceutical composition 
Ghatacteri%ed by comprising an Amount "of sevoflurane 
and :pqly« thy lane' . glycol 4 0.0 in a concentration ranging 
from 0;005% :to £ 0.100% in weight of the final 
cbh^osition. 

10; Stable anesthetic pharmaceutical composition 
characterized by comprising an amount of sevoflurane 
arid menthol in a concentration ranging from 0.005% to 
0.100% in weight of the final composition. 

lli' Method: for stabilizing sevoflurane characterized by 
using at least one stabilizer agent in a concentration 
ranging from p.00i% to 5% in weight in relation to the 
weight of .sevoflurane, being the stabilizer agent a 
polyalcohol selected from the group constituted of 
propylene glycol, polyethylene glycol, hexyleneglycol, 
1, 3-butyleheglycol, or a Ci-C 6 alkyl substituted or 
unsubsti.tuted aliphatic 4-12 membered carbocyclic 
•alcohol like menthol, or mixtures thereof. 

12. Method according to claim 11 wherein the stabilizer 
-agent is .propylene glycol employed in a concentration 
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ranging from 0.001% to 0.200% in weight in relation to 
the weight of sevoflurane. 

13. Method according to claim 11 wherein the stabilizer 
agent is a polyethylene glycol of general formula 
H (OCH 2 CH 2 ) n OH where n is egual or greater than 4 
employed in a concentration ranging from 0.001% to 
0.200% in weight in relation to the weight of 
sevoflurane. 

14. Method according to claim 13 wherein the stabilizer 
agent is polyethylene glycol 400. 

15. Method according to claim 11 wherein the stabilizer 
.agent is menthol employed in a concentration ranging 
from .0.001% to 0.200% in weight in relation to the 
-weight of sevoflurane. 

16.. Method for stabilizing anhydrous fluoroether compounds 
characterized by using at least one stabilizer agent 
employed in a concentration ranging from 0.001% to 5% 
in weight in relation to the weight of the fluoroether 
•compound, being the stabilizer agent a polyalcohol 
selected from the group constituted of propylene 
glycol, polyethylene glycol, hexylene glycol, 1,3- 
butylene glycol, or a d-C 6 alkyl substituted or 
unsubstituted aliphatic 4-12 membered carbocyclic 
alcohol like menthol. 

17. Method according to claim 16. wherein the stabilizer 
agent is propylene glycol. 

18. Method according to claim 17 wherein propylene glycol 
is used in a concentration ranging from 0.001% to 
0.200%. in weight in relation to the fluoroether 
compound. 

19. Method according to claim 16 wherein the stabilizer 
agent is a polyethylene glycol of general formula 
H(OCH2CH 2 ) n OH where n is equal or greater than 4. 
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20. Method according to claim 19 wherein the stabilizer 
agent is polyethylene glycol 400. 

21. Method according to claim 20 wherein polyethylene 
glycol 400 is used in a concentration ranging from 
0.001% to 0.200% in weight in relation to the 
fluoroether compound. 

22. Method according to claim 16 wherein menthol is used in 
a concentration ranging from 0.001% to 0.200% in weight 
in 'relation to the f luoroether compound. 

23. Method according to claim 16 wherein the anhydrous 
fluoroether compound is sevoflurane. 

24. Method for stabilizing a fluoroether compound 
presenting water content from 0.002% to 0.14% 
characterized by using at least one stabilizer agent 

• employed in a ^.concentration ranging from 0.00.1% to 5% 
in weight in relation to the fluoroether compound being 
the stabilizer a polyalcohol selected from the group 
constituted of propylene glycol, polyethylene glycol, 
hexy.lene glycol, 1, 3-butylene glycol* or a C a -C 6 alkyl 
substituted or unsubstituted aliphatic 4-12 membered 
carboCyGlic alcohol like menthol. 

25. Method according to claim 24 wherein the stabilizer 
agent is propylene glycol. 

26. Method according to claim- 2 5 wherein propylene glycol 
is used in a concentration ranging from 0.001% to 
0.200% in weight in relation to the fluoroether 
compound. 

27. Method according to claim 24 wherein the stabilizer 
agent is a polyethylene glycol of general formula 
H(OCH 2 CH 2 ) n OH where n is equal or greater than 4. 

28. Method according to claim 27 wherein the stabilizer 
agent is polyethylene glycol 400. 
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29. Method according to claim 28 wherein polyethylene 
glycol 400 is used in a concentration ranging from 
0.001% to 0-200% in weight in relation to the 
fluoroether compound. 

5 30. Method according to claim 24 wherein menthol is used in 
a concentration ranging from 0.001% to 0.200% in weight 
in relation to the fluoroether compound. 

31. Method according to claim 24 wherein the fluoroether 
compound presenting water content ranging from 0.002% 
10 to 0.14% is sevoflurane. 
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